AN 2003-300573 [29] WPIX 
DNC C2003-078270 

Tl Pharmaceutical composition e.g. for breast cancer comprises gonadotrophin 

releasing hormone agonist and selective estrogen receptor modulator. 
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NOVELTY - Pharmaceutical composition for breast cancer, endometriosis, myometrium 
tumor, Alzhiemer's disease, circulatory system disorders, menopausal disorders, irregular 
periods, cancer metastasis, premenstrual syndrome, muscular distress or osteopathies due 
to calcium/phosphorus imbalance comprises a gonadotrophin releasing hormone agonist and 
a selective estrogen receptor modulator. 

DETAILED DESCRIPTION - Pharmaceutical composition for breast cancer, 
endometriosis, myometrium tumor, Alzhiemer's disease, circulatory system disorders, 
menopausal disorders, irregular periods, cancer metastasis, premenstrual syndrome, 
muscular distress or osteopathies due to calcium/phosphorus imbalance comprises a 
gonadotrophin releasing hormone agonist (GnRH) and a selective estrogen receptor 
modulator (SERM). INDEPENDENT CLAIMS are also included for: 

(1) the use of a GnRH and a SERM in add-back therapy; 

(2) pharmacutical composition for prostatomegally or prostate cancer comprising GnRH 
and a selective androgen receptor modulator (SARM); 

(3) agent for treating and preventing prostatomegally or prostate cancer or breast cancer 
or their reoccurrence or metastasis comprising GnRH and a sex hormone synthesis inhibitor, 
lyase inhibitor, receptor-type tyrosine kinase inhibitor, cytokine/chemokine inhibitor or 
endothelin receptor antagonist; 

(4) agent for treating and preventing prostatomegally, breast cancer or prostate cancer or 
their reoccurrence or metastasis, menopausal disorders or osteopathies due to 

calcium. phosphorus imbalance comprising a GnRH and a bone metabolism regulator; and 

(5) agent for treating and preventing breast cancer or prostate cancer or their 
reoccurrence or metastasis, myometrium tumor, endometriosis or prostatomegally 
comprising a GnRH and an immunotherapy drug. 

ACTIVITY - Cytostatic; Gynecological; Nootropic; Neuroprotective; Cardiovascular-Gen.; 
Endocrine-Gen.; Muscular-Gen.; Osteopathic. 
No biological activity data is given. 

MECHANISM OF ACTION - Gonadolibrin-Agonist; Estrogen-Agonist; Estrogen- 
Antagonist; Androgen-Agonist; Androgen-Antagonist; Tyrosine-Kinase-lnhibitor; Cytokine- 
Antagonist; Chemokine-Antagonist; Endothelin-Antagonist. 
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USE - As gonadotroph! n releasing hormone agonists used in combination with selective 
estrogen receptor modulators, selective androgen receptor modulators, sex hormone 
synthesis inhibitors, lyase inhibitors, receptor-type tyrosine kinase inhibitors, bone 
metabolism regulators, immunotherapy drugs, cytokine/chemokine inhibitors or endothelin 
receptor antagonists for treating and preventing endometriosis, myometrium tumor, 
Alzhiemer's disease, circulatory system disorders, menopausal disorders, irregular periods, 
cancer metastasis, premenstrual syndrome, muscular distress, osteopathies due to 
calcium. phosphorus imbalance, prostatomegally or prostate cancer or breast cancer or their 
reoccurrence or metastasis. 

ADVANTAGE - Combination enhances quality of life by enhancing gonadotrophin 
releasing hormone agonist activity and/or reducing side effects. 
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(57) Abstract: In the field of pharmaceuticals, it is intended to provide drugs whereby the preventive and therapeutic effects of a 
PS? GnRH agonist on various diseases can be enhanced and QOL can be improved. More specifically, combination drugs characterized in 
^-h that the GnRH agonist is combined with a chemical selected from among SERM, SARM, sex hormone synthesis inhibitors, receptor- 
O type tyrosine kinase inhibitors, bone metabolism regulators, drugs for immunotherapy, cytokine/chemokine inhibitors and endothelin 
^ receptor antagonists. Owing to these combinations, excellent effects of enhancing the preventive and therapeutic effects of the GnRH 
O agonist on various diseases and relieving side effects can be established. Furthermore, QOL can be improved thereby. 
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GnRHT^-Xh©^^ 
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ti^LH tFSH jattJRfcfHftbT 

-fb^tt, m&mm* &&.M&mm±. =Fgftim. ^smm. f»i> a 
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[ID GnRHTi^XhiSERM (selective estrogen receptor modulator) 

-f »St«#J8Jft* JME»PWfc 3pJiaWF» PMS (premenstrual 

syndrome) , Rmmtm&1t\ZU)Vi'VJ* • U - ^^ffl^* ; 

TSE-424, SERM- 3 3 3 9£fcfc£SPC-8 4 9 0"C»SIWB Cl] 
C4) tfUJMbfcttUT, G n RHT^-X hOt^lt S E RMI0* 

C5) BitSJM&fcfcfbT, GnRH7^Xh©fMtSERMi©Wiit 
€rm*-&fc^T^*r-g> Z. £ ttSAdd-Backfffi; 
C6] l*3U&*fc*fl'*E\ G n RH7^X b ©tilt S E RMiOtiii 

C7] l*A»i»Kl*tbT, G n RH7^X hOf ilt S E RMiOf Mt 

C8J GnRH7^-XhtSARM (selective androgen receptor modulator) 

C9) SARMl^LGD2 2 2 6Ta6§ilB C8] UWu<DmM : 

CIO] m$LW}M\ZMVT, GnRH7^-Xh©t^l^SARMl©f?iI 
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ci 2] &*)v*>&f&mmm&VT-^mmm'?&z>Mm ci i] §B«fe©^ ; 

Cl 3] MAB (Maximum androgen blockade) m&M~?&%1fit?> Cl 13 IH^©E 
(14) Ht*L»*K:**bT, GnRH7^Xh©tiit'J7- tfE&*^W 

C15D PS?LifrWC*rbT, GnRH7^hOt»lt'J7-«IIMI©* 
^Fgi^m^-&t)iiT^#-r^ C tSUiitSMAR (Maximum androgen 
blockade)^* ; 

C16D BtaSll^t^bT, GnRH7^X b©f iii U 7-ifS#i©t 
Cl 7) GnRHT^f— X htS*^fO'»^ — -tfMFSKfc 

C18) ^IfDy>+t-™»^7^^^, -fv^n^, irr* 
S 1 -7 7 4, SU-66 6 8. SU-10 1. GW-2 0 16tfcS 
C I - 1 0 3 3T&3fu1S Cl 7) f2^<DE^ ; 
Cl 9) P§OfrW-*rbT, GnRH7^X h0tS*it^t#I?°'»+ 

if ism © *n»* t *fi*-&fc>"*T«!-^-r * - 1 1 1- s Bti5iiijs, a 

C2 0D jfiitfCBj^bHER 2S(Dii^{Cl^bT, GnRH7^hOfM 
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C2 1D Gn RH7^-X h t^»i»it*t^tt&5iSM5. A 

C2 2] ft«lti«Sil«J7l/>I<P>*» x?PO>«, -fA>HP>»» <f> 
#Fp>M, UtHn>E i'DHD>@l, ^SHa>*. t^Hn>i, V 
ls\*U>Wt* fM«n>l, *ij HD>t, EB-1053, YH529, ^^'J77*>f 

C2 33 HWLtt*fc**UT, GnRH7^ b^itMitUMi 

C 2 4} Gn RH7^ h ***^*>*Tfc*tt&JR*k 

[2 5] UT, GnRH7^X hCDf ^litMMOWM 

C2 6] jfcef»©Rl»fbH^R2«©«filC^CT, GnRH7^Xh©fii 
fc««ft*©^*i:*a***>^*W*«" E C25:i **©™'»* 

C2 7) «M«C»bT, GnRH7i-7 hot MtMMOtM 

C2 8D GnRH7^XhW b^7-f > • y^Etf'f 
< ttfUB©*Slfr©^KF • i&SUBB* ; 
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C2 9) m%mmzMVX. GnRH7^ KO^iW > • ^ 
5 [3 0] M*(Dl>Sm{bliER2m<DmmtemVT, GnRH7^-Xh©fM 

10 EH ; 

[3 2] X>Ft'J>f^7>^i-Xh^7h7t>^>, YM-5 9 8, 
TA-0 2 0 KBosentan.SB-2 1 7242,SB-2 0 967 0', 
TBC-1125L BQ-123, ABT-627 
Cyc 1 0 C-D-Asp-Asp (Rl ) -Asp-D-Thg (2) -Leu-D-Trp-} 
15 Cat*. AspCRl)ttTX/t94 £ >»/B-4-7x^;Hf^9^>T3 K^*&> 

Thg(2)«2-5 i x-;^u>'>^g*^*r ; ) T^sns^Hfes^^o 

^hU^AiiTS^MfB C3 1] |Bgt®E£& ; 
[3 3) «?L»«lK:»L'T, GnRH7^M0fMtX>HtU>St# 

C3 4) GnRH7i-XW jfc 
5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

YteDLetu DAla, DTrp, DSer(tBu), D2Nal *J;^DHis(ImBzl)^eig« 

ns?§*£> z w: nh-c2H5 *fcttGiy-NH2 **n-^n**r) Tf*t>sn*^^ 

25 Ftfdi^ofeSSilB CD , Ul] , C17), C2 l) , C24D, 

C2 8] C3 i] um<Dmm; 

(3 5) GnRH7^-Xh^ 5£ 
5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5 

x-&-2ti%>^zfr\*<DmmMx&2>m& C3 4) ib«©^; 
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CI], CI 13 , [17], (21), (24), C2 8) C3 1) 13 

«t»m, mmmw-ftm* ^mmmrn. m^mm> nmm&&&* 

n R H«£fln?* § fc £ fc G n R H 7 h %>* 

GnRH7^h©^tUTH «*.MC, MJ — h*>h X G 
nRH 7ta^:3>h7A-i/X 7 > H , n—7.^ 1 r^^ (Treatment 
with GnRH analogs: Controversies and perspectives) W\rrS> 
Vyz/>tf (M) (The Parthenon Publishing Group Ltd.)^ffl996 

m , #i¥3-5 0 3 1 6 BWiM. #W¥3-1 0 1 6 9 5#, 37-97 
3 3 4^«fcOT 8-2 5 9 4 6 O^^ilfcffi^^tlTV^^^ VWm 

GnRH7^btl/TH HR* CUD 

5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
CSS*, YfciDLeu, DAI a, DTrp, DSer(tBu), D2Nal35 J;tA)His (ImBzl)#> £ilfc£n 

z>mm&. z»NH-c I H,*fc»Giy-NH l &-en^n*-r3 ^bsns^istt^ 

^ F g.fciZJtom. (EP~£, 5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-CjH 6 
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o /^H i s/ TrP ^Ser/ Tyr ^Trp/ Le ^ A r g / Pr ^G.y^ 

wmmmm4 01012 5#, mmms 2-3 107 3^) , 

(4) ^rXJXNafarelin) 
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(^114 2 34 5 7 1#, #PPH5 5-1 6 4 6 6 3#, H0H6 3-2 6 
449 8^, 1^6 4-2 5 7 9 4^) > 
(5) fcXhXJXHistrelin) 
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Hi 



s / Trp ^Ser^ Tyr ^ 




Arg/ Pro \ NH ^ 



CH, 



(6) fXDl/'J XDeslorelin) 

-NH 



• NH' 
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(PCT WO 9 1/1 8 0 16) , 
( 8 ) F V U XGonadre 1 in) 

w-ivmrnz 2i 3 7 3 7§) fc£\ *fctt-tn6o*&w*»f &ns. 

5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C 2 H5l?^^ n^> H £fc 

WOm. (OT> #K r U a-^Dl/U >£fcte^©&J tlTf 3 ) > 

^tuT^i^nfcfeo, ^>fc£©£#rtsi'&tt&K©fWfc***3n, 
^©jiJMa^^o^^iBnWfcft-^T?***** #*u< tt**tt*sifci/r, 

^o^^-fe^-C^**^ 2 AflK±fcfefcoTG n RH7 J-^ h »5Vi«r 
-*©,k3fcRJiMf!K =i->**-3S -tf^^>, r** >«&£©«£ 5 fcKWfe 



WO 03/015820 PCT/JP02/08130 

10 

. #^*>tt5MB«tt8J («» *'Jv;K-h8o (tm) , hco-5 
o) sftffflbTfed;^ mm** *&mfs:£&m 

&tz. ±xmm&, MM** mm wxm* v>mwmm. mm-rbvv 
*a#y-fe)v) e#^»©^r^' 4#b§b86 o-ioo5i6f, 

#MBH6 2-2 0 1 8 1 6t, #i¥4-3 2 1 6 2 2^, #M¥6-1 9 2 0 
6 8-5§, 4WP9- 1 3 2 5 24^, #W9-2 2 14 17f, 1- 
2 7 9 0 54^, WO 99/36009 9^#/^t*{'IB^CD^^oT«it 

±IH©*«[tt«3W04 , *r?%), #^#H¥4- 3 2 1 6 2 2#tlS«K^nXV^ 
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L<te2 5-6 5% (W/W) , £D#£b<«3 5-6 0% (W/W) *»U 

:/otf;w\°^>fti:K ^>3?;pt^3-^ ?dp^;-;k ^*du— ;v 

6 fc» 3 ffi S ©7MB 4» fcin*-> W/O/WSI© 3 *bx^;i^> a > 



WO 03/015820 PCT/JP02/08130 

12 

XX^KTween 8 0, Tween 60, 7h7^^-ffl, 7$VttzsX.?\'> 
kV->?ft^f*:[HCO-6 0, HCO-50, B^S^WX] &<E), 

^t>ax^.mvx%^ B mmnf&vmmit, mo. o 2 oxvwmfr 
x □ ^ ^ §y « fctA/B8, <& 5 v> fctv y # x 9 - a £ t?« ^u^e. 

c: o <fc 5 &c b t# e> -r ^ a * y-fe^raat^^M** * ^ \*mm v x&m v 
?u%7i?)v<DmfiizttMvx^z>mm<DGnRHrzf^h (»s 

L<te, "J a-^a 1/>J >Sfctt* «fc DJf $ K ttH«U a-^n I/«J », 

tzzizftmvxmmft.m-Zo z.(Dmzmmm±m(rct^ v 
msrfx v -f # d * x-t;i/* £ t^ia#*£® jknes «fc x> &±\zff 5 . 
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^g£LT»0. 5-1 0 0 0 iimommffimi £D$?i;b<teJS§2~5 0 
«t U>=n») . a-tHn^bU*^>l (M> #X>M> #©a- 

j^iE^ (BAT, #U (?W-co-^'J3'JH) > tf'J (M-co- 
^UMx^rJW fc2jWSLH. SSKliff^Ktt, M-^'J3-JHI1 
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5 ge;p%) »»ioo/o~ii4o/6o*«ffsi<, mi 0 0/0~*55 

10 Stttftffctt, D-#/L-# (t^/^^X) «««7 5/2 5HB2 5/7 50 

4 0~I93 0/7 OcDfSH©*)©^^^^" 

i* rat-^'Jn-MS^ftJ ©M^a^Ste* *&3, 0 0 0~ 
15100, ooo, £F£b<«&j3, ooo~^6o, ooo, ££,toffsu< 

15 Uffi3, 0 0 0~I55 0, 0 0 O0<b0WBV>&tt&- 

fi(^A) &£zD®m$J2 0~*n 0 0 0 jumol (v-f ^ p =ej]/) dWS b < , 
20 £&fctt»4 0-^)1 0 0 0 (imol {7U=E)V> #Sft£&£bV). 

110, 000, 707, 0 00, 455, 645, 35 4, 000, 189, 
000, 156, 055, 98, 900, 66, 437, 37, 200, 17, 
1 0 0, 9, 8 3 0, 5, 8 7 0, 2, 5 0 0, 1. 3 0 3, 5 O40 1'5g* 

25 'j^i/> ^mmmm. t v xvw— 5i->H^a-7h^7^ 

W&}*> H5iiGPCSS (mV-Sa, HLC-8 1 2 OGPC, *ffl^f«l4*3t 
B»f*K:«tS) . GPCA7AKF8 04LX2 (BBfcimxSS) Sfl^flU f£»J 
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^OViT^^xh, ^U?Lm Wmg£5Ni&^/7-feh-HJ;V (v/v = 4 
/9 6) ii2mlMU 0. 0 1M o -X h O :7;tx;|/t: H^v 5 /^ 

m (onph) mm (5N*im/7i*hxhu;p/x*/-;v=i. 02/35 

/15) 2ml tO. 1 5M l-X?^-3 - (3-^W5;^nt!JW 

-^}jv^^5.\ t m^mmm (eu> ? >/x^/-;i'=4 v/9 6 v) 2m i£ 

MT4 0TTC3 0#KJft£i*fc^i»£@*-r3o ^^7j<^ (4 0) 
7th-h'JJl'2mlT^U 0. 5 m o 1 / 1 ©X^ y -;M47K^b# U £ 
A^I 1 m 1 $ JDK 6 0 3 0 »«$f 1 . BN*tftth 

'J^^TfUl/TYmlib, 1. 5NzK»fc^hU*A*»*£*Mfcfc 
LT5 4 4nmMA (/cm) &*jrT*. — DL-M?K^*^ 

vontvT. st<DmM%)VTS*is)v&m cmoi/LsywjjSST**, 

^0NPH7^WbSTDL-aitF7^h'ttfc^fO5 4 4nmM 
* B (/cm) fi-&#©*M£K* (^9A) ftfcDOfflc*©*^ 

[COOH] (mo 1/g) = (AY.C) / (WB) 

m r*M^'>MU tt£*rt*HM£#U'*— *MPx>--7'feh> 

(OT, :0*Si:J:5T*»&«S rT^uaiJtttfcJ:**;^*^ 

&JK*£llg£- (#P!BH6 1-2 8 5 2 1§) »5Vi«9^5=-Hi:^U=iU HIS© 
^^i?XXT-;Wt;-a-#J^S©M^^ffll'^B9M'& (Encyclopedic Handbook of 
Biomaterials and Bioengineering Part A: Materials, Volume 2, Marcel Dekker, 

inc. i995¥)-e§ajre#& 0 ±m<o^<Dmmm^mz^xn^n^m^ 



WO 03/015820 PCT/JP02/08130 

16 

WZte> EP-A-0 8 3 9 5 2 5*lCflB«©JP7K^R^Kf?fTCtCJ:t), 

s ^©iis <wA««H»i«JK*aiii^as> ®mm 6 1 - 2 8 5 2 1 *h**b#rb) 

iY^f ^ n*^""fe;U*ai*»J t*r*fc», ^-f #u%7'k)V&ftfflQK&\* Tween 
8 0,HCO-6 O^^^rv-^^-fe^a-^^T^^^bU^A^t*), 

20 So 

RHTrf-xh ($?£b<fci, iJa-yal/iJ>SftiifoS, J:f3^^L<« . 

25 v^x, z>yb. Vz/, wfcamz&vmxmfczw. 

_hSBmM?Li!j^^ 1 [HlSrc«9K^-Mi:bT, 0 lmg&V>b 1 0 Omg/kg 

ti?l£U<femo. 0 2mg&Ub5 0mg/kg#:fi, £ b< . 0 5 
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mg^b2 0mg /kg#fi©«BH#> <b iti$! £ £ £ . 

5 0 5 OmgiE #*b<tt#90. l;5^2 0mgi^ £ DfrS; b< 

0.1jJ>6 1 5mg5B**&T**Vittfi5Wl*3K:tljJ-^-rntf«fcVi. ±IB©G 

lOftt'(#I6 0kgl:»l/) fcfcwr, -Ht^tGnRHT^Xb (£F 
» SSflTttO. 01*52 Omggtf, $f*b<«f?J0. 1*5 1 Omgg^, 

is m3^B\z-m(on^n^m^\z\t, «a©wscjr«©«# (#S6 

yol/iJ>*fcl**Ol, «t Off S K ttffft'J a-^D V 'J » £iim$l0. 

U < 0 . l*6 2 0mgat, J: OfrSlXfiW 1 
*615mg g^£&T& £ V* fciflfffcrt CK^tntfJ; v>. 

20 m<DW}m<Dm&'b>fcm.6 o kgbfcoicjMii/fcMawsjifc^T?**. 

(1) Gn RH7^-X h*&tt«ffliS#M4t5S^l:lt<T, ^<D& 

(2) MOfttt S*Efc£> K/ftCT, GnRH7J-Xhtffflt5 
25 WllftWifSCtjrft*, 

(4) Gn RH7rf-7 h i:f ffl W^5f ffli^tS itiaO, 



WO 03/015820 PCT/JP02/08130 

(5) GnRH7^hiMt^-r ZZlUZ&Qs *B*8&*#»&n 

(6) GnRH7^htflfffl«tS#fflt5J:tK«kO, Add-Back 

(7) GnRHT3=.Xh£mmm£*Wm?%Z.£\Z&r),. MAB (Maximum 
androgen blockade) ^^flt^S, ft£©«nfc3»**#* it**"?**- 

£TF, GnRH7^ hiMiOft^^" 

(1) Wfn'f HttSfctt*XfO'f HttO) if[T>h*py>^ 

(A) Aftftl 

7^5){, HV'fv^T^s -^5H, SARMi (fJ, LGD-2 2 26) 

1 

(B) 
(C) 

®m a b mmwvitt 5 . 

(DAdd-BackiSMI6fcft5 (SARM^).. 
(D'JtTH-, #&2^©fflfl5Jfl©«« (SARMi) . 

(2) Ur-n-f Htt*fctt#^*n-f Ftt©) tftx;* hay>* 

(A) A#0»J 

^^•>7iX SERMi <0!U ^D+^iX 7^'/+*>7x>, 7V 
7^^>7i>. tX^^7x>, TSE-424, HMR-3 3 39, SER 
M- 339, SPC-84 90, HM- 101, SOC-8490, WAY- 1 
40 4 2 4) , 7MXh5>h, ER down regulator^ if» 

(B) M&m& 
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(C) 

(Dmaximum estrogen blockade^fe^RftBlcte^. 
©Add-B a c kaStOTTtlteft'S. 

io o) 

(A) &#09 

(Cyclophosphamide), ^7*7775F (Ifosfamide))> ftWJtSEM (0H*.fc£, 
/yH/tt-h (Methotrexate), UFT, 5-7MD77^K5-FU)), 
15 StSttttS-toK m^h^'»C (Mitomycin C), 7F'JTT'fV> 
(Adriamycin), ^7'DY'f'» (Peplomycin)K W#lfi3fetn3K3!l O^l/L^, tf> 

^ux^>, b*>^», ^7-;w, H-fe^^-k^, wj*3Hz;k dj-927, 

TZT-1027, DX-895H (Exatecan), DE-310, ^^y^> (Cisplatin), Xfr-tf? 
ib^->h\ *?7v?->. 5h^tr>hn> 

20 (Mitoxantrone), 7D#;W\*5?>, V^/^itX hV5V-f >, 

fcf^;t--;l/, W7^9>&i*38«ffl 

(B) ftft&A 

25 (o 

(2)I>Jf^ffl©6Mo 

(4) 5 a-uyzf-'Vmmm 

(A) A#09 
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CD 5 a-vwz-^t 2mmm 

WO 93/23420 ^ fc|B«4©-fb^, WO 95/11254 ^KlMROflS 
5 4,7)3-> f ^^;V-4-Tlf-5a-r3l/^^>-3-^->, 3-** V-4-T1f-4, 7 0 - 

-4,7/3-> ? ^9 1 ;i/-163-(>'T7^-»-5a-T>HDX^>^<i:. 
(D5 a-V?99— t?l&<fc£*5 a-V999— fe*2 ©rllll 
WO 95/0792 7#fcffi*©flS-&4SK 3-sf* V-4-Ttf-17 0 -(2, 5- h U X 

(b) nmm 

(C) 

15 ©MABaefe&niftBfcfcS. 

(5) a-^mmm 

(A) ^#00 

20 ^axo^>, ^9V^>> f^'/yx -kuK^X y;K7\/5> 

(b) #su£i& 
(O mm 

25 <D*iiH8&*. 

(6) 7w??—vm.wm 

(A) 
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(b) tt&mm 
(o 

©maximum estrogen blockadei!^&/0*RlliE£fo£<> 

©♦una*. 

(7) 17 j8 -fc HD+e/Xxn'f FI&teKlfi»^il£^£ 
(B) 

fcb<fciM©lgl£&£. 
(C) 

®MAB*3i;CKmaximum estrogen blockade^fo^nJtg&Cfo-S. 

(8) SM^7>Hay>f±I§i 

(b) nm&m 

mimm, mm, mmsmx&* mmm^m.. ^enmm.. =Fgmm. ms. 

(O 

®M A B^<t ^maximum estrogen blockade^^^g{c^:-5. 
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(9) &frj\re>&j&m&M 

* (a) Mwm 

7t'7fnX (±) - 7- (5-^h*W/ [b] Wx>-2-f 
JP) -6, 7 -^k FP- 5H-tfDP [1, 2-c] " ^"5^/— ;V-7-*— 
;K (±) -7- (5-7;^P^>V Cb] Wx>-2-'f;W -6, 7 

-s?tFn-5H-t:po [l. 2-c] -f 5*v-;v- 7-*— ;k (±) - 

7- (4' -7)V*U [1, 1' -k*7x^W -3— f;W -6, 7— 5>tF 
P-5H-tfPP[l, 2-c] -f5^/-;l'-7-^— ;K (±)-7-(4* 
-yfrj-U [1, 1' -t*^a:n;i/] -4— f;W -6, 7-^hh'D-5H- 
tfPD [1, 2-c] ^5^/-^-7-t-;k (±) -6- (7-kFP*- 

7-^tHP-5H-k!PP [1, 2 - c ] -f 5 7 f ;W 

-N-pWU- 2 -i-^^S h\ (±) -N-X^-6- (7-kh'P^>- 
6, 7-^tFP-5H-tfPP [1, 2-c] -<5^/-^-7 — T ;W -2 
-^SF, (±) -6- (7-th*D^>-6, 7-3?tHo-5H-KO 

□ [i, 2-c] <5^\/-;i/-7— f;w — n — rvyptf;v-2--^^^5 

F, (±) -6- (7-tHD^>-6, 7 -Vk HP- 5H-hfPP [1, 2 

-c] f;W -2-t7^5K (±) -7- (4' 

;*P [1. 1* -tf7oc-;U] -3— f;W -6, 7-^tHP-5H-bfPP 

[l. 2-c] -f ;w-7-*- ;k (±) -7 - (4' -y)\>-*u [i, 
i« -f7x^W -4-^f;W -6, 7-^kh*o-5H-kna [i, 2- 

c] <5^/-;V-7-^--;K (+) -6- (7-kFn^>-6, 7-S?t 
HD-5H-lfDO [1, 2-c] -f5^/-;l/-7— f;W -N-^^-2 
-t7^5H, (±) -6- (7-fcHP*^-6, 7-^tFP-5H-tfP 
P [1. 2-c] -f 5^/— JW-7-- fJW -2-^-7^3 F, (+) -7 - (4 ? 
-TMl^P [1. 1' -H^ainjH -3— f;W -6, 7-v 5 kHP-5H- 

trop [1, 2-c] -r^^/-;i/-7-^--;K (-) -7- (4' -7;^ 

P[l, 1' - 3 — -6. 7-> 5 tFP-5H-tfPP Cl, 
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2-c] -f 5^/-;k-7-*- M (+) -7- (4' -7)V*U [1. 1' 
-4— T;W -6, 7-$>fc h*P- 5H-fcfPP [1, 2-c] 
-< 5^\/-;i'-7-:*-;K (-) -7- (4' -7;^P [1, 1* -t!7z 
_ 4 _^;i / ) -6, 7-3?kHP-5H-bTnD [1. 2-c] ^5.^V 
5 -^-7-^— (+)'-6- (7-kHD^>-6, 7-i?tFD-5H- 
fcfnn [1, 2-c] -f S^/— ;W-7— f;W -N-^^-2-^-7^5 K> 
( _) _ 6 _ (7-b^D^>-6, 7-v^bHn- 5H-kfon [1, 2-c] 
■iS.^/-)V-7 -* OV) -N-^f*-2-t7^5F, (+) -6- (7- 
tHD^>-6, 7-J?kFO-5H-Knn [1, 2-c] < 5 &"/—)V- 7 
10 -2-t7^5h*, (-) -6- (7-bHD^>-6, 

-5H-fcfPP [1, 2-c] -f 5^y-;U-7--f;W -2-W5Hfef 
OUT— if (C, 7t20 -lyase) R&S3Sfc£. 
(B) 

t94M, ¥L8S, tftiBRE*!^ &#»MMg& TOrt«f£, W»M* ffiSJK 
15 **> V < }3MM<Dffi®m^ T)Vy/\-i -?-mi(lti£M3&*> I* < «?L*©te^fc £. 
(C) $JJH 

®M A B&<fc ^maximum estrogen blockadeSefe^Rltgfc:;ft<S>o 

do) v/uwtimmmmm 
(b) 

25 (o 

(id ^u*s>v hmmmmmn 
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(b> ttmmm 
(o 9m 

(i2) M^m&m 
(a) mm 

(b) 

(o gam 

<3>jfo. 4> © "I^ft H E R 2 Cjfc D fc3B©?i&*OTrffi 

d3) ^Mwm^-uiy>^-^mmm 

(A) 

Vv^r (iressa) ™) , ;* ^J-^f UfV^yP ™) , 
OD I - 7 7 4, -feT^U-— ^, SU-66 6 8, SU-10L GW- 2 0 1 
6, C 1-1 0 3 3, t!y+->vy, 2- [1- [3- [4- [2- [ (E) - 

2- U-YV7)V3ru*?-)\,7x.~)V) xr-x;W ;i/-4 — f;i/] 

^h^>7i-;H -fu\±M -1H-' r — on -i-x^y 

-;K 1- {3 - [3 - ({2 - [ (E) - 2- (2, 4-^7Mn7irjW 

x^x;n -l, 3-*W-*-4-'fM ^h^-» 7i-;W :/qtf;W 

-1H-1, 2, 3-hUT^-;K 1- (4- {4- [ (2- { (E) -2- 

[4- (hijy;^p^^;w 7i-;H x^x;w -i, 3 -tW"*- 
4-<;W ^h^r->] ^xxjh -ih-i, 2, 3-h'j7^-;w 
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2- [1- [4- [4- [ [2- [ (E) -2- (4-X?MP7xX;i0 If- 

M -l, 3-**w-)V-4-' ow ^h^v'] -ih 

-^5^7-JV-2-^JW - 1 -X^/-J1a [1- [4- [4- [[2- [(E) 
-2- (2, 6-y7Wn7x-J0 X^x;i/] -1, 3 -^-tfV-Jl'- 4 
— OKI ^N^->] ^ocx;i/] -1H-1, 2, 3 

- [1- (3- (3- [ (2- { (E) -2- [4- (h'J7Mn^5 1 ;W 7 
i-jp] x^x;n -l, 3 -^tfV— JV-4 — OV) *b*is] 7i^H 

yptf;i/) - ih — r5^/-;i'-2 — on - 1, 2-7"da>^;k 3 

- (1- {4- [4- ( {2- [ (E) -2- (2, 4-77JWn7x-;W 

-ih— rs^/-;p-2 — r;n -1, 2-ya/\->^:t-;k [1- C4- 

[4- [ [2- [ (E) -2- (4-^^P7x-;W if-;W -1, 3-3- 
W-j|/-4-'fJW *h*v-] 7x-JW -1H-1, 2, 3-h 

U77-;k 1- (3- {3- [ (2- { (E) -2- [4- (hU7MD^ 
7x-JW x^x;w -1, 3 s -^^/—)V-4-^M tb^F-Ssl 7 
i-JW fU\f.)V) -1H-1, 2, 3-h'J7y-ML<Kl- (3- {3 

- [ (2- { (E) -2- [4- (h'j7MO/?JW 7x-JW X^-JU} 

-l, 3-^-^v-;w-4— on ;*h^->] 7x-;n 7u\±)i) -ih- 
i, 2, s-huyy-Mfe^i^H. 

(B) ftft&JB 

(O am 

<I)MAB*fe8«T»riBfcfc*. 
<DffifJt3frJH. 

®ifii*<Z>nJi§ttHE R 2*©*£fcJfcE&!B©te*j^flBK:&*. 
(14) #ft!!ti8gi5£jl 

(A) $kvm 
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HP>»> x5 L Fo>«, 'f/OHnvH, -tf UizKP>BI, *n 

Hn>m, ;uh'D>i, WKn>^ */H*ci>K» ?fr\*u>Wt* *U 
H O 5 / F D >m, EB-1053, YH529& if) , J&g#;i^>#$HJEifgi (MK-0677) , 

(b) *r&giB 

(C) 

io (Dffla^a*. 

(D9JffcH!©*gMo 
(1 5) MMSISK 

(15-1) W^J»<»DWJItt^^*l*K:fflVi&n*tt#> >7^>, 

15 

(A) JM*09 

20 a > , < > ? - p -f * > ) ftf^ffl^sns. a # w t « , psma 

(Prostate-Spec if ic Membrane Antigen)vaccine (Northwest Bio), Dendritic cell 
therapy (Dendreon),MDX-220 (Medarex) , MAB-PSMA (Biovation), Ant i-PSM vaccine 
(M&EBiothech), Prostate cancer vaccine (Corxia) , MAb-PSA (AltaRex), MAb-PSMA 
(Nor thwes t b i o t her apeu tics). MAb-PSCA (UroGenesys) ts. E. 
25 (B) &&&& 

(C) 
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(15-2) ^(Dmntfifc 
(A) £#09 

131I-chTNT-l/B (Peregrine Pharm),MAB-bispecif ic-HER2(Medarex), Cetuximab, 
Bevacizumaba (Genentech), SK-1 MAb (Hygeia), PE-40-MAb (BR96, BMS) , J-59K 
Anti-EGFR MAb&£o 

(b> M&mm 

(O ft* 
(DMA B vSmzfc Z> o 

(i 5-3) ^(dmw zMZft&mmm 

(A) JU*0j 

MAK cells + bispecific antibody (IDM SA), IL-2 + +r-f b#-f> (CEL-SCI), 
Cancer vaccine (Onyvax) , Heat-killed M.vaccae (SR Pharma) , GBC-590 
(SafeScience) , Cancer vaccine (ImmunoTherapy) , ADJUVAX-100-A (Jenner) , 
IPS-21 (Biostar), Mycobacterium Cell wall Complex, GPI-0100 (GalenicaPharm), 
Globo-H-KLM vaccine, BPH therapy (Zonagen). Ant i-PSM vaccine (M&E Biothech) , 
Prostate cancer vaccine (Corxia)fo<H„ 

(b) rnmmm 
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(C) $i& 
©MAB3&8;#i>mfc:fc5. 

®jiL^©^»ttHER2«oj»ftfcj«:i;}t*©«&**miB»C3&«. 

(16) EGFR*^>VittEGFR(D^;#:4> 1 7^^> 
(A) A#09 

cetuximab (IMC C225, ImClone Systems'), EGFR7 ^>&<J£. 

(b) tt&mm 

(O %b$k 

®m a b m&&»im \zfc%> a 

i 

(17) Tjm&flaam 

(A) Aftft 

6, 7 (3, 4-^h^>7i-;W -2- (1, 2, 
4 - h U TV—)V- 1 — 3V U >- 3 -AJVaS^iftX^X^^ 
(#M¥ 7-118266 
(C) ^ 

(Drains. 
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(1 8) HER 2tn#k 

(a) juro 

Y^TsVX^ (A— fe^>™) &2. 
5 (B) 

(C) 
&^>„ 

(DbJ^'I4HE R 2 *©«fttJSD&3B<OI&«f5^IBiCfe». 
( 1 9 ) tM* hft* >/**E2K 
(A) JMfcflJ 
15 (19-1) ?>rt2W®ffl 

(i) TNFM* 

X^t-t^h, 'f>7'J i l 1 ^ D2E7, CDP-57K PASSTNF- a , Rl»ttTNF 
TNF-olSfrSa, 3tTNF-atft#\ DPC-3'3 3, sTNF-Rl, T 
BP-1, CDP-8 7 0, PASS-TNF-a, ISIS-1 048 38& 

20 

(ii) -f 1BMF3H 

(iii) <1>9—u<1*>-SWt&k 

26 MRA (^>^-a<^>-6^#:i5i#:), tfi<>*-D>r3r>-6$ttfc Sant-7 

(iv) <>^-D^f+>-10l 
-f nK^>-l 0&£ o 

(v) -f >^-a<*>- 1 2 l&gftg 
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(v) -f^-7xD>-o^-rll, ^^^TNF-aRI*^i±^m 
AGT-1 

5 (i9-2) ^>/^wnm 

(i) CXCR4iS*rSi 

(ii) CCR73£Mlg 

(iii) MAP+t- -VU^M 

PD-9 8 0 5 9, BRIB-7 9 6, SCIO-46 9, SB-28183 
10 2, RWJ-6 7 6 5 7RO-3 2 0-1 1 9 5&£. 

(iv) &fe?mmm 

SP-100030, NF-/C, NF-zcB, IKK-1, IKK-2, AP-l/^<H^^±;P^^M^*r S 

(v) h#<>jg£«J5g 
15 T-614, SR-31747, V^^E 

(vi) TNF-a^^m#^ 

HMR3480/VX-74073:£o 

(viiii) -r n-r*>- 6&m& 

20 SANT-7&£\ 

(ix) >^-u^^r>-8mmM 

IL-mtftM. CXCR1 & CXCR2TOHg&£o 

(x) ^^-r^fei^ 

25 (xi) -<>& — n'f*>-2&®fc#itn.n 

(xii) Therapeutic vaccines 

(xiii) jUS^St^ 
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TOHSTNF- a HSV- 1 k& t^^^ffi S^TT * itfc^ ©3§5E £ /bit fS * 3 

(xiv) T>^-fe>X^-&# 
ISIS-104838&<!£, 

(B) *f^B 

(C) gyn 

(20) x> Fir U >^§#T>^^-X h 

(a) mfam 

7h7t>^> ; YM- 5 9 8; TA- 0201; 
H(k^ 0 CJX 0 /CH 3 



k^N H CH 3 

(B o s e n t a n) ; 




(SB- 2 1 7 2 4 2) ; 
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(S B- 2 0 9 6 7 0) ; 




(TB C — 112 5 1) ; 



5 Cyclo C-Asp-Pro-Val-Leu-Trp-] 
(BQ-123) ; 
Cyc 1 o C-D-Asp-Asp (Rl)-Asp-D-Thg (2) -Leu-D-Trp-] 

10 h U 9 Aig ; 




(ABT-6 2 7) m\ZlIQ%-, LU-1 3 5 2 5 2, J- 1 04 1 3 2, ABT 
-5 4 6, EP-A-4 3 6 1 8 9, EP-A-4 5 7 1 9 5, EP-A-46 
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0679, EP-A-496452, EP-A-499266, EP-A-51 
0526, EP-A-526642, EP-A-526708, EP-A-52 
8312, EP-A-552489, EP-A-555537, EP-A-62 
6174, EP-A-655463, EP-A-714909, EP-A-81 
5 5870, WO 91/13089, WO 92/12991, WO 9 2/2 0 7 0 
6, WO 93/10144 WO 93/13218, WO 93/17701 WO 9 
3/21219JP- A- 244097/1992, JP-A-261198/ 
1 9 9 2, J P-A-2 8 3 6 0 0/1 9 9 2, J P - A- 2 8 8 0 9 9 / 1 9 
92, J P-A-l 78890/1993, J P-A-2 79390/1993, 
10 &tcl$J P-A- 1 7 3 1 6 1/1 9 9 5fBi<£Kb'&tlo 

(b) MMmm 
(o 

(2 1) 7>3^>~» I I %m?7>?3-7, h 

(a) mwm 

n-y-;i/^>^U^A, ?VWr)V9>. iJ>tt)V9> isV^tt-fr. 7-JVS.D-)V 
20 (B) $ftfe£J& 
(O »Mk 

25 (2 2) WUtti/tflr—- (COX-IlTOM« COX- I I 

(a) mwm 

-6 6 3, ntirrU^y. Al^n^r^, XhUn^$/^, JV5 73^>y, 
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SC-5 7 6 6 6, S-2474, ^D7itf?, <>h** 

^>>, D*V^D7xX CS- 5 0 2, CT-3, ABT-9 6 3, LAS 
-3 3 8 2 6, ONO-2 5 0 6St*. 

(B) ttft&A 

(C) ^ 

(2 3) #>^>S#(fc7>^:fc*K ^>^5>>^gfl*T#k Utf^F-M 1 ' 

10 

(B) 

(C) ^ 
15 <2>BIfM9©««. 

(2 4) #;i/^h~>g^#7>^~*K wiiv^v-ygm-wm^ u#>f- 

(B) *ftfe&& 
20 (O ^ 

(2 5) V7 hX^?>^7>^i-X h, KWhX^>§^^ u#> 
25 (B) MMMB 

(o 3&jh 

(DliJf^fflo^Mo 
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(2 6) tDh^>»7>^^b^ irt-fe D h - >g WSWfc Utf^F-M 1 

(a) mwm 

73*7^> (S-2 0 0 9 8) , DU- 1 2 5 5 3 0, NAD-2 9 9, CP 
-44 8 1 8 7&£<, 

(b) ftmmm 

(C) 

(2 7) GHRH^7>^^-Xh, JrCGHRH^^*!^ U^>F-h^» 

(A) JUM* 
CMPD-1&£ 0 

(B) M^^S 

(C) %iZk 

(2 8) T>h*a^>^^^i^ 
IL-6fc£. 

(B) ^fcRA 

(C) ^ 
<2>BlfP/l!©ft«. 

(29) r>HDy>sasftssBflrrai 

(B) 
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(C) ?m 

(30) -JK K*K >fttlPSB* 

(B) *ftfe££l 

(C) ^ 

©tuns**. 

(3D nmmm=mmwm 
(b) 

(C) 

(Dffintg&m. 
®Biftyfl©e«. 

(3 2) -ecflfi 

f^JEE^, *MSIIiliL«fcSk (0iK fc** 5 >&!&£) , ififcift 

Ad d-B a c kjKflsifc:, GnRH7^7 !><£>g!#te:J; 0 Jfil+Ott*;^ 

n6*)V ; E>(:ft#iTiiftt5^i© : ?ii& • MSff utis^i/ 
ztc&tz. znz*)\/^>£tzfe*)te>tmm£n,tet<n2>mm (&tf. Ad 
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mtieaa-r ^zmfe-zn-r. &-¥mz, Gn rh 

it. (1) GnRH7^-7 hifffiitS^ti!mUT#5nS 

(2) GnRHT3~xh£wmnii&&i*\zmffl{kisTm 
*>n%2m<DWt}<Dm— n-¥m^-v<Dmmn^ (s) GnRH7^hti 

,T0^, (4) GnRHT^-Xht^M*t*S«J*K:«»JftUT»6nS2 
aoiWilOSfeStt-^Ka-rORII^a-^, (5) GnRHTJ-XhtMt 

(fSX«, GnRH7^-7h ; #fffl&©JB#T©«!#» **H«a?©JHJ* 
T?©«#) fc£»««ttf 6*1*. 

\zu^x. mm¥mzf?®-kti2>mft£M&isxmffl. mx&Mm m&m, ? 
^ )v&n-T4>?m&'Sts) . mm. mm. %zf±)i>m. (V7h*7tjp 

m. mm. *mrsw> \z&±iz&sf?z>z\t&x%2>. mmm*. &mn. m 
mm. &T&rc\$m&ft&^&zw*m.mmmz&i?r2> z\ 
mmm<Dm&izm^znT%^mm¥mzn&zn&Mit£^Tfe. ®mm 
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t&v. mo»j, vmtoM* m&m, irasK imm. s«sd«?©*iD«i* 
»««a bra, m. ax "r t <j >i7 ^ * 5/ # a , x r - r u P A » 

o^->^o tf;nr;wn— x^d^tf e>nSo 

mffiffinhMt l/TH U x^»^U tr i/>^ U 3-;k 

d--7>^i — ;k sSfA«^>5^;k x^/-;k m>xts/**>, 

hU«7A, 79'J^7sy^Dtft>SI, i^>^>, Ij^^vnn^A, & 

WflSJWfcUTK, 09A«:/F#«K D-v;Hfh-;K ^b^-hU^A; ^ 

u-tu>, d-t>-i — ;i^#*#tfsn3. 
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5 ffiMfcmtvxte, Mjutmrnmrn., 7*n;nf>^> a-h37iD-jn 

6ti§. 

# ffl ^ *rr s w- § mm mw^mmte. mm<omm \z&^> xmmt 

09Afc& flfffllgfci, (M* !V-f-> (Tween) 8 0 (7 h^7./\°^-*fc 

& #GB) > HCO 60 (B^dr5*;PX«) , #Ux^v>jfU n-;k #;1/jJ^ 

#a«o , jrajgttai #y v;w*- h 8 o , uzi—)\,m , «r»»j <«, 
^>-h-;K v;nf b-;k r/K#**S) > pHUWS m. mm, * 
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Xf7'J>S|-7^>"?A, #UXfU>^'J3-jV 6 0 0 0^a 
-fy\,u~v& F6 8, t;va-X7tf-h7^l/-h> tHn^DWI/ 

si (y-f^-r-r h;-^ti, F-fy) . ^^vittw#i?ft (#i> 3fv?ft, 
ifi/>^'j3-m ^Ptfi/>^Un-;K *tty;WMJtbT«, 0»J*.fc£ 

TIB C2) K**r»tttt«ffllK:^UTtS:^-r*©3W*bVi. 
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^»J*©WflaS<£>*«ttO. 5 — 5 Ow/vl 0?£U<te3 — 2 0w/v% 
8«T?»«. SfcSfeJ&SBMfiXfct/fc &XFVr U ?;PBI4i©^« 0.5-50 w/ 
15 v%. £FSL<&3 — 2 0w/v%aW£LV>. 

20 a, mtxvv&m , ^msa (k po+^yn w^^o-^, 
hu» . pHiagis^j out imitj-hvv&m , (A-^^^m 
Sttx^k ammo , anggg «yu-feu>, ^^;P3>^) , mmffinb 

^i»P HmWm<DWiMZ£ D2~12fiFSb<«2.5-8.0 KHlE?** 
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5 ^m^mmt, Mioot~i2i 5^~3o #;t&j£M$c 

^i/- h&£©#y tfxjwxxTMNS, v Jim/ ? v jvm&m&fc. 
20. pwi/) , ^y*^uv~K #u*^u;wt5 h\ 7s;7;ww^^ 

-b*S£"#:, i:?)WWP7^hRS-10 0, RL-100, RS-3 
0D, RL-3 0D, RL-PO, RS-PO (T^7 y;W3£x5\H/ • *&7i?*J 

25 .t-Th*7=P5/hNE-3 0D (^7:7 U;i/&^;U • U^X^l/^fi^ 
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(Carbomer) 9 34P, 940, 9 4 1, 9 7 4P, 9 8 0, 1 
3 4 2^, #U*— #7-*f)V (polycarbophil) , JDV^U^V )V 
(carciumpolycarbophil) (MfBtewrtlfeB F ify F U y^thlO , /VflfX 
0 3, 1 0 4, 1 0 5, 3 0 4 (Vvf n&fcl^Mlil («0 SK) 

^ttTO^^M^J^^^^TK^^M^O^W^TO 3 0&V>b#&9 0% 
(w/w) , S?SU<«*?I3 5&l>bi®8 0% (w/w) , £Sfc£FSb<«i&4 0& 
V>b7 5% (w/w) , J»jHtt5j?UV— O^Wtt»3S:V4b*Sl3 0% (w/w) , 0 
S b < 3 b» 1 5% (w/w) T&£ 0 *a^fcJSfc!Kte4&»* £ S fc<£A/W 

£b<«i®5~i®4 0% (w/w) , ■2t>iZft%.V<}*m5~m3 5% (w/w) 

s.;:;LT±iE% (w/w) tttiUJt#Jttfr5*SF*£ (flk 7K, x^y-^ 

i. mm&^ts&ommo 
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0 0 0 fim, $e.iC»Sb<«i^J5 0 Ofc^Lmi, 4 0 0 tfnO?&£o 

5 jksbk m&w, mmm, mnm, &mmm*m&v, &&,ftVMvmm&*.m 
soittitt< mo. 5fc^vm9 5% (w/w) , #f$iv<m$)5. o&v>l&j 

8 0% (w/w) , •£*>\Zfi?&l,<\Zm3 0fc^V®7 0% (w/w) T&So 

15 ^">^^;i/-k;va— x^;i/^^A(ECG505), ^nx^wn-^thu^A 
(Ac-Di-Sol) , U lf-;Vfc! n U K > (^ ox tf F » . F n 

^T/nt^Mz^n— * (L-HPC) &<i:^J8V>S*i&. ^fc* hHa+^nlf 
;v-fe;i/P-^, #0ifn^K oU F>, fiffiUSt Kn^>^Dt;;PtJH3- 

20 ^A^ck^O^Jfi, tfei^Jt LT# 'J 1/>^'J □-Mt^ffl^ e. 

n^o sfefcfbai&i/TfcMSHBk ^x>m> ^a^i, :7v;m&> vwr 

*©3|*I9*£f«»ilQ 1 0 0 (imt^Vmi, 5 0 0 MmT2&-5t><E>#W£UV> 0 



WO 03/015820 PCT/JP02/08130 

45 

HMtvxm^GWt. ?x->B.. 3Ai7t, 7^;nft» ^u^f ^ins©*^, 9)V 

LTlKll&V>U&l 5X (w/w) , SF$l,<«ttl&V>U9l 0% (w/w) 
fcfrf; U < TO 2 fcV* US 8 36 (w/w) 

ii. ^©fej^faick s«cffi 

W&T^ z. L \z «fc D $ ft* c 

0% (w/w) , ^L<«l55^LI5l5 0% (w/w) , L < «i&5& 
V^b3 5% (w/w) 

it) i^li o o%(Digffl-e^b2-fr3;i<i:asT?#, ^txtei&^b 
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X-feh-HJ;K ?nu*)V&, ^vyOU=y< Kfc£jWBV*&*l*. 

m^t>nz> a z<om, ^^mmmmm^z^m^m^itcDr^zm^m, 
#^>m> 3A^t, y^)vm.^ ~?U'(>nte£<Dm*-}iu%-x%&^o 

>»l:iDilc^yw-3-f>f z txmM~rz> z £&x 

;wy;t^ £ & pJM&I £ b xmu UT <k v^ 0 

\z£% mm&s >&m izmcx^jv^^a o^nmstm it *> j: v>. 

^sh»jrj&&i cot, wra^tisarrs &-£Vuwrfe«fcv>. 
^xa^t, ^>-h-;K fe®&zK<jr-im ^m^-^v^A, ^m*;p-> 

JBT#<E» 0 W^#jO^*ttjaafctt«JW^«K*t L/T, 09*«*9 4 . 5 9 9 . 
4w/w%, #?£b<«$j2 0~$J9 8. 5w/w%, $ e»f3»S b < 3 0 ~ 
|59 7w/w%tSS. 

5%, &&v<temi~ffi6 o %<Dffimfr%ffigmiR~?%>z\i:wx%z>o 
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mm&m. ecg-s o 5), ?n7>%)is*u-xj-hvy&(MZ-&,i&fcj$.(W) 
m. T>7i?V)v), ^ax^tfH> mxu, BASFm ^ijfxd, ^ 

oho > ^^^^x^-^hj^a <*Mit§3> x 

**7u?~7), 35^-a'fb5 i >y> (#0 & PCS) &£jWfllr>&*U 

m&mm£MK:tt\sT* MtLimo. 05-153 ow/w%, ifst<fa 

0. 5~^ll 5w/w%T'fe5. 

mmim* # u ^-^x^ v >jjh i»g£xx <r)\,$> «t wj ->x^ 1^ > y jv tf 
25 u#7^if>«o, ttttso (#1*.^ trim ft**!K 



WO 03/015820 PCT/JP02/08130 

48 

tttt, «E»ii ^ t <k o jfi«rr ^-tiao mm? s c: t #t s * . 
mmmmmmtmz^m\z^ dm* \z§mnm, mm&%wz&M<D&&ffii&* 

U Pje*feJ^aS#^ (7^;WO TSoTfeiK 
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u-xmm& (09, pWHr^n-x, ^I^+^pWHz^p-X, th'a^ 

•e-x(cast)7^;PAi-r§o Rifflw, s&jtau m{tffi±m. &&m. m 
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15 e. mzttrta (psy 1 1 ium) £©»4M£^ >/t 9 L < tett 

T+Xh5>i ; ^5F>ii ; #>j tf-;nf oU H UthB : if 
20 C, I — ;K r^ha-x, 5£M — X, #5 V \ — 7sU<E>ZS\z b l/A 

25 2*^6 1 2*T?©7$y8ft^i**^*n*. 
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.^^>^ttm sistBt^HJ^A, -f^^samris, ^nf^h 

$S^JfC«®S#90. l~if$5 011%, $?*U<«*90. l~U3 o 0ii%O 

20 Jiia«^»j©iwa±#fc»*r » 1 o ~*a 9 9 **% , # * u < « 

£|3 0~^J9 0II%T$§. jS-v-^O^XhU >X«/3-->^ 05**7. h 

u >iimom^ic^rr<5'gr4rs« o ~m 3 0 umaiosffli 
MfcMts^fifi. *9 0 . 0 i 1 0 ss%, u < 1 5 as% 

25 b < m 1 0 ~» 7 0 mm%~?&2>o m^&m^mm^mzM'r z&mmi* 

y T-owa^fc^s-awatt, &jo. i~^j3oa»%, fl^Ktai&i 

0 ~m 2 5 fiS%-e*^o ^^^®S^l:*ft§Mi^ 0 . 1 ~m 1 
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mmm*<e?m?z>mmo&i*mu, wmmvmm, mm. we* 

nj60kg) -A^fcD, iisr, 0M§as£i,T, ^n-^m b&jo. o i~mi o 

0 Omg/kg, £?SL<m?)0. 0 1~*«J1 0 Omg/kg, J;D$F*b<«^jO. 1 
OOmg/kg, iDt>TO0. 1~3$5 Omg/kg^, &#>Tr<feii$ 1 . 
5~$J3 Omg/kg£l B llHl*>e.»ClHlfc^^T»«K#*n*. fc^S/k, WIB 

a, m^m. «#©um mm, mmmm^m, mm, mm. *»cdi 
laftiot^D, #(cpgje$n^v^?, iticitLxM, 

P#^TiftA»«U kgttS&fcDJl&O. 0 0 1~2 0 0 Omg, »*L<tt*90. 
Ol~5 0 0mg, $^{CjfSL<tt, HJ0.1~10 OmglStSD, 11*1* 

fflSI*5fefcK-#Ufc«, Gn RH7^-X GnRHT^f 

0#~1 B£U*I, iOUiL<«l 5^~l^mi*I^GnRHT3f-XhSr© 
#T3#?fe«tfS>ft5o GnRHTrf^Xh£3ck:&#-r£«'g\ GnRHT 
=f-XhS©#Lfcm, l^~lBm »*L<«1 0#~6R3f|ig£JU*K ctO 

BS-^T^-r^^, I UP AC- I UB Commission on Biochemical 
NomenclatureKlJ;*IS#*aVi»4aBE^sgFfc*W--5«fflll»-^lcai-^< fctDiU 
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2-75 

D-f > 

S)WVJ> 

7*0>J> 
•feU> 

D-3- (2-^-7 =?)V) 77->il 
0-tert-^;P-D— feU> 
N iD -^ > - D - 1 X 3 1 5? > 

2 -^nD-^^^i/^j/AM^ 
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B r-Z 
Bz 1 

C 1 2 -B z 1 
To s 
HON b 
W 5 H 
HOB t 
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2 -r/n^E— ^>^;i/*^s^*;p#— ;p 



HOOB t 

10 MeBzl : 4-j*3\H/^>>?;> 

Bom : ^>> ? ;i/^->^5 1 ;U 

Bum : £.-:?> 3^;* 3^1/ 

T r t : h U 

DNP :>?-hD7xn;W 

15 DCC : N, N* -^^DA^J/MM^-f S H 



20 6. 7 m 1 OiiTKICSfi 'J a-y D 'J > 5 . 8 g$||lL £*lfc#Jfc: 

ataLfctfuaji (a»w^»: 150 00) (51. 6g) &^tr 

^OD^^>«l 3 8 g*«JqU*— h 3=15*11— T9^«*^?Wt:(Iil 
feiC : &J6 0 0 0 r pm) 1 5tCilUfc. cn*fft*)!|, ifti&b 

HCi^CiltfcO. l tf— — ;i/T;Wn— ;p (pva) tKMi 3. 5 

s*y— £>EPlgsm;& 7 0 0 0 r pm-eaittfc. £ ©w/o/wxv;i^> 3 > 
«5B**^J43Sl'L^«fC«fcoT^IBL/«:. cnSfcgzRTiife^U Hoik, 
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5 2 ^ ci ^ -> 7 x 

(1) 7D^>7i> 5.0mg 

(2) *^ 2 0.0 rag 

(3) ^@tK ml f?Z> 
7D^>7i> 5. 0 0. 0 mg £^@7.RK:i§3?£-g\ 7X^j&P^.T 

10 3*2. o mi t-r^c *afc£3iflu mm$kWT\z2 mi oT>y;i/fc^**r^o t> 

(1) ^D^$^x> 5 Omg 

(2) =7*7 b—X 3 4mg 

15 (3) h^. ; En3>'» 10. 6mg 

(4) hV^nuismm (©0«) 5mg 

(5) 7r7U>i?-7^^A 0. 4mg 

(6) ^;p^s>^^;nz;i/D-x*;i/^^A 2 0mg 

12 Omg 

20 %mz'm>±m a> ~ (6) s«<&u jr&issfc.fcotf&u «ews#fc. 
uttm i 

26 GnRHT^fn^ b£wm(omv!i&&m-?2>z.iite£K), &mmmzm?2>^ 
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1. GnRH7^-7htSERM (selective estrogen receptor modulator) 

-i-^-rn, mm^mm. M^mmm. ^mm, m&m, pms (premenstrual 

syndrome) , Ell£ffl»tSE*ifctt#;U5/£A • U >tftH»*©?R« i&£?fflB^. 

2. SERMl^7D^y7i>, r^V^^x^ 7V7^^>7x>, T 
SE-424, SERM-3 3 3 9ffc«SPC-8 4 9 0 T?»*«f*S 1 

4. *?Li«l:»tT, GnRH7^K©fMiSERMl©fMi:S; 

ffirji, rjvy/w^-m. mm®%m&, n^mmm. ^mmm, mum. pm 

5. Bit¥Li&^fc*MxT, GnRH7^-7h©tM<!:SERM*(DtMt& 
to^tTS#1- § u t if 5 A d d-B a c k&&. 

6. HtSJM&tefcfUT* GnRHTrf-X hOfMiSERMi©fMt.$ 

7. iff?LIM&K:2tUT\ Gn RH7^-X hot Mi S ERMiCf 

8. GnRH7^-X hirSARM (selective androgen receptor modulator) 

9. SARMi^LGD2 2 2 6T$-5«^8|BtOli 0 

10. flt?LSM&te*fbT, GnRH7^h©fMiSARMiOtMi: 

1 1. GnRHTzt-xh£&&^>&mmwm£&m.fr&t2i*Tte%m3Lm 
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1 2. tt*;l^>^j«E«F«jWU7-HfE«F*re**lll*3|l 1IH^©E^. 
1 3. MAB (Maximum androgen blockade)£?^JT&3li^ 1 llE*£©Eg^„ 

14. W?LSMIjfc*frUT, GnRHT=f-XK©*SMIiU7— tff!!*^®*"® 

15. bT, GnRH7^~*h©*'3«£U7'*-- gMXOtttt 
ltSffl^t)tTfi#t5utSi|Sitt5MAB (Maximum androgen 
blockade)^&» 

16. Ht?L«r»fc*#UT, G n RHT^X hOf ^lii 'J 7-fe*If »0f ^ 

m t & m^^-&T^# b x gram * & u * « 

1 7. GnRH7J-XhtfMfny>^ — -tfM^i^M^tJitT 
-y, S 1 -7 7 4, SU-6 6 68, SU-101, GW-20 16tfc«C 

1-103 3Tfe5itJii 7mm.<DmMo 

19. Ht?L»«ffc^UT, Gn NOtM^g^lf DJ/>^t 

2 1 . GnRHT^ h t#«!WI«S*i&ffl*^*>*Tfe*WSa»jK,IUi, 
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22. ^mmmm^Tu>\ s a>m> fd>i, -fA>Ka>i, -f># 

Ho>^ U-feHa>m, ^nh'D>E ASHn>m, :tJW1Kn>^ S /V 

t>'D>^, ^;i/KD>^> ^1J!«D>E EB-1053, YH529, ^7 P U>'9^>*fe 
2 3; H&SJM&fcttUT, GnRH7=fnXh©W3»*i:#«WW«iSI©WS»« 

2 5. nf¥L»>W£ttbT, G n RH7 3~7. h tf) £ ^-gES^^^S h 

Pimm, ^nmm. miLmmhh<\mM(Dm'im^ &it\tm&mm , bis<\t* 

2 6. iftl 4 s ©"TOCHER 2 »(DiS^tJE&DX, GnRH7^7h©fMt 
2 7. miiiCfUT, GnRHTrfzi7.h(DW^*«t^^^©^ai 

&rc\*Mttmmm&ftv z.t&mkt-rzwiitJBm* ?L^*rc«^sOT<Dm^ 

2 8. GnRH7i-XhW b^H* > • y^E*>f >lfi#^££i&#.£)b-B:T 
2 9. W¥LffrWC**L<T, G n RH7^ hOf • ^t^J 
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3 0. &L*p<DTi!mfcHE.R2m<Dmm\ZfcCT* GnRH7i-XbCt^ii 

3 2. X>H-kU >^#T>i5'd'n7:h^Th^-fe>^>, YM-5 9 8, T 
A-0 201, Bosentan, SB-2 1 7 242, SB-2 0 96 7 0, 
TBC-1125L BQ-123, ABT-6 2 7SfcttS 
10 Cyclo C-D-Asp-Asp(Rl)-Asp-D-Thg(2)-Leu-D-Trp-3 

C5£*, Asp(Rl)«TXA°7^ i >mj3-4-7xx;Hf^9> ? >TS \*m&&. 

3 3. ttAMrtt&tflsT, Gn RH7i-X h©tlltl> h't U >^W#7 

3 4. GnRHT^Xh^ 5£ 
5-oxo-Pro-Hi s-Trp-Ser-Tyr-Y-Leu-Arg-Pr o-Z 
CSS*, YfciDLeu, DAI a, DTrp, DSer(tBu), D2Nal *3<fctKDHis (ImBzl)^Sjgte! 
20 tt5giS£, Z«NH-C2H5 *fc«Gly-NH2 ^n-?tl^-TD T^Sn^^^ 
FS&tt-eojrei&SBlJ&Bl, ll, 1 7, 2 1, 2 4, 2 8Sfcfci3 1IB* 

3 5. GnRHT^h^, 

5-oxo-Pro-Hi s-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5 
25 ■p*$n5^yfh , (0BilIt*§i^3 4|BifeCDE^„ 

3 6 . Gn RHTrfxx h**tttt«»!I*fcja«iJe>ii*S!li: l/T«8t*H«a 

i» 11, 17, 21, 24, 2 8$fc«3 lmmomM, 
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This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. [x] ClaimsNos.: 4-7, 10, 14-16, 19, 20, 23, 25-27, 29, 30, 33 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claims 4 to 7, 10, 14 to 16, 19, 20, 23, 25 to 27, 29, 30 and 33 each pertains 
to methods for treatment of the human body by therapy . 



2. Q ClaimsNos.: 

because they relate to parts of the international application mat do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. ClaimsNos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box n Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . | | As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. [ [ As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. | | As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. j^J No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: * 



Remark on Protest |J ) The additional search fees were accompanied by the applicant's protest. 

[~] No protest accompanied the payment of additional search fees. 
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In each of the claimed inventions, a compound defined by a desired 
characteristic, i.e. r "a GnRH agonist" is employed in combination with 
a compound serving as a drug effect ingredient selected from among 
SERM/SARM/sex hormone synthesis inhibitors (lyase inhibitors) /tyrosine 
kinase inhibitors /bone metabolism regulators/drugs for 
immunotherapy/cytokine/chemokine inhibitors. However, it is 

recognized that only parts of the compounds involved in the claims (both 
of the former and latter compounds) are supported by the description 
under Article 6 of the PCT and disclosed therein under Article 5 of the 
PCT . 

Even though the common technical knowledge at the point of the 
application is taken into consideration, it is impossible to specify 
a compound having the activity of the "GnRH agonist". Thus, each of the 
claimed inventions fails to fulfill the requirement of clearness as defined 
in Article 6 of the PCT. 

Such being the case, the search was made on the combinations wherein 
leuprolelin, which was employed mainly in the working examples in the 
description of the present case, was employed as the former "GnRH agonist" 
while one of the individual compounds (raloxifene, etc.), which were 
specifically cited in claims and employed mainly in the working examples 
in the description of the present case, was employed as the latter compound 
serving as the active ingredient of the drug. 

(2) 

Asstatedin, for example, US 4472382 A, WO 86/01105 Al and WO 97/27863 
Al among the documents presented in the column C of this international 
search report which have been clarified after examining the prior art, 
it is not novel to enhance the preventive and therapeutic effects on 
diseases by combining a GnRH agonist with SERM/SARM, etc. Accordingly, 
there is a high possibility that the inventions as set forth in claims 
1, 8, 11, 17, 21, 24, 28 and 31, wherein it cannot be immediately recognized 
that the compounds to be combined with a GnRH agonist are not common, 
cannot be regarded as having a single general inventive concept in common. 
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